SUPPLEMENTARY DATA

Supplementary Table S1. Demographic of participants at initial screening visit (N=48,026)

Identical Twin Non-Identical Full Sibling P value
N=288 Twin N=630 N=47,133
Sex: Female 158 (55.1%) 296 (47.1%) 24,525 (52.4%) 0.019
Age at screening 11.0(7.0, 16.0) 10.0(7.0, 14.0) 11.0(7.0, 16.0) 0.002
Median (IQR)
Race/Ethnicity 0.043
White 231 (84.0)% 499 (81.0%) 35,880 (78.6%)
Hispanic 20 (7.3%) 55 (8.9%) 5,614 (12.3%)
Black 11 (4.0%) 31 (5.0%) 1,721 (3.8%)
Asian 3 (1.1%) 10 (1.6%) 749 (1.6%)
Other 10 (3.6%) 21 (3.4%) 1,715 (3.8%)
HLA DQA1*05:01 23 (65.7%) 11(44.0%) 794(47.2%) 0.089
(DR3) Present
HLA 19 (54.3%) 19 (76%) 1,018 (60.5%) 0.215
DR4*0302Present
HLA DQA1*05:01 12 (4.2%) 8 (1.3%) 414 (0.9%) <0.001
(DR3)/4*0302
Present
HLA DR2*0602 0 (0%) 2 (8%) 78 (4.6%) 0.308
Present

Data shown as N (%) unless specified otherwise

Supplementary Table S2. Characteristics of subjects followed in the monitoring phase of TrialNet Pathway to
Prevention study (N=17,226)

ITN =157 NTN = 283 FSN = 16,786 P value
Age at Screening 10 (6.0, 13.0) 10 (6.0, 12.0) 9(6.0, 12.0) 0.010
Median years (IQR)
Single autoantibody 28 (17.8%) 22 (7.8%) 1,480 (8.8%) <0.001
positive subjects
Multiple 32 (20.4%) 18 (6.4%) 927 (5.5%) <0.001
autoantibody
positive subjects
Follow up Time: 2.04(0.87,3.72) | 1.99(1.02, 2.15(1.09, 3.99) | 0.001
Median years(IQR) 3.28)
Development of Type | 31 (20%) 17 (6%) 594 (4%) <0.001
1 Diabetes

Data shown as N (%) unless specified otherwise
IT: Identical twin

NT: Non-identical twin

FS: Full Sibling
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Supplementary Table S3. Development of autoantibodies by sibling status (N=17226).

Variable ‘ Hazard Ratio (95% Cl) ‘ P value
GADA as Outcome

Age in years at screening 1.06 (1.06, 1.07) <0.0001

Identical Twins 3.11 (2.41, 4.03) <0.0001

Non-ldentical Twins 1.06 (0.75, 1.51) 0.729
IA-2A as Outcome

Age in years at screening 1.03 (1.02, 1.04) <0.0001

Identical Twins 2.91 (2.01, 4.20) <0.0001

Non-ldentical Twins 0.87 (0.56, 1.34) 0.523

IAA as Outcome

Age in years at screening 0.99 (0.98, 1.00) 0.131

Identical Twins 3.07 (1.88, 4.31) <0.0001

Non-ldentical Twins 0.78 (0.53, 1.14) 0.195

Full siblings are the reference group

Supplementary Table S4. Development of type 1 diabetes by sibling status (N=17226).

Variable

\ Hazard Ratio (95% Cl)

‘ P value

Type 1 Diabetes in Identical Twins as Outcome

Age in years at screening

0.90 (0.83, 0.98)

0.016

Autoantibody positive

76.92 (10.31, 500.00)

<0.0001

Type 1 Diabetes in Non-ldentical Twins as Outcome

Age in years at screening

0.97 (0.86, 1.09)

0.602

Autoantibody positive

58.82 (16.13, 200.00)

<0.0001

Type 1 Diabetes in Full Siblings as Outcome

Age in years at screening 0.97 (0.95, 0.98) <0.0001
Multiple Autoantibody positive | 125.00 (90.91, 142.86) <0.0001
Single Autoantibody positive 28.57 (21.74, 38.46) <0.0001

Effect of autoantibody positivity stratified by sibling status (N=17226).

Autoantibody negative siblings are the reference group
Cox Proportional Hazard Models Adjusted for Age
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Supplementary Figure S1. Flow chart of subject selection at screening and follow up

50,700 Subjects
Screened

luded 2,659 ibling sub,

1622 Parents
432 Children

293 Grandparents
172 Aunts/Uncles
84 Cousins
28 Half-Siblings

. N .
17 Nieces/Nephews Excluded 25 siblings

1 Half-cousin
] without GADA, IA2A and
IAA at initial screening visit

287 Identical 630 Non-identical 47,109 Full
Twins (IT) Twins (NT) Siblings (FS)
157 IT with 283 NT with 16,786 FS with
follow-up* follow-up* follow-up*

*Follow up: = 12 months follow-up after initial screening visit

IT: identical twins
NT: non-identical twins
FS: full-siblings
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Supplementary Figure S2. Correlation of proband age of onset in years in identical twins (A) and non-identical
twins (B)
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20160601 TrialNet On-line List of Affiliate Investigators.
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Avots, M. Buford, C. Hale, J. Hoyle, B. Lane; Atlanta, GA-A. Muir, S. Shuler, N. Raviele, E. lvie, M. Jenkins, K.
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Sadurska, C. Allen, D. Michaud, H. Snodgrass; Bartlett, TN- G. Burghen, S. Chatha, C. Clark; Baton Rouge, LA-
J. Silverberg, C. Wittmer, J. Gardner, C. LeBoeuf; Belfast, Ireland-P. Bell, O. McGlore, H. Tennet, N. Alba;
Bend, OR- M. Carroll, L. Baert, H. Beaton, E. Cordell, A. Haynes, C. Reed, K. Lichter, P. McCarthy, S. McCarthy,
T. Monchamp, J. Roach, S. Manies; Billings, MT-F. Gunville, L. Marosok, T. Nelson, K. Ackerman, J. Rudolph,
M. Stewart; Birmingham, AL-K. McCormick, S. May, T. Falls; Birmingham, UK-T. Barrett, K. Dale, L. Makusha,
C. McTernana, K. Penny-Thomas, K. Sullivan, P. Narendran, J. Robbie, D. Smith; Boise, ID-R. Christensen, B.
Koehler, C. Royal, T. Arthur, H. Houser, J. Renaldi, S. Watsen;Bonita, CA-P. Wu, L. Lyons, B. House, J.
Yu;Bournemouth, UK-H. Holt, M. Nation, C. Vickers, R. Watling;Bronx, NY-R. Heptulla, J. Trast, C. Agarwal, D.J.
Newell, R. Katikaneni;Brunley, UK-C. Gardner, A. Del Rio, A. Logan, H. Collier, C. Rishton, G. Whalley, A. Ali, S.
Ramtoola;Buffalo, NY-T. Quattrin, L. Mastrandea, A.J. House, M. Ecker; Calgary, AB-C. Huang, C. Gougeon, J.
Ho, D. Pacuad;Cambridge, UK-D. Dunger, J. May, C. O'Brien, C. Acerini, B. Salgin, A. Thankamony, R.
Williams;Chapel Hill, NC- J. Buse, G. Fuller, M. Duclos, J. Tricome, H. Brown, D. Pittard; Charleston, SC-D.
Bowlby, A. Blue, T. Headley;Charleston, WV-S. Bendre, K. Lewis, K. Sutphin;Charlottesville, VA-C. Soloranzo,
J. Puskaric, H. Madison;Chattanooga, TN-M. Rincon, M. Carlucci, R. Shridharani, B. Rusk, E. Tessman, D.M.
Huffman, H. Abrams, B. Biederman, M.D. Jones, V. Leathers;Chicago, IL-W. Brickman, P. Petrie, D.
Zimmerman, J. Howard, L. Miller, R. Alemzadeh, D.V. Mihailescu, R. Melgozza-Walker, N. Abdulla, C. Boucher-
Berry, D. Ize-Ludlow, R. Levy, C. Swenson Brousell;Christchurch, NZ-R. Scott, H. Heenan, H. Lunt, D. Kendall,
J. Willis, B. Darlow;Cincinnati, OH-N. Crimmins, D. Edler, T. Weis, C. Schultz;Cleveland, OH-D. Rogers, D.
Latham, C. Mawhorter, C. Switzer, W. Spencer, P. Konstantnopoulus, S. Broder, J. Klein;Colombia, MO-B.
Bachrach, M. Gardner, D. Eichelberger;Columbia, SC-L. Knight, L. Szadek, G. Welnick, B.
Thompson;Colombus, OH-R. Hoffman, A. Revell, J. Cherko, K. Carter, E. Gilson, J. Haines, G. Arthur, B. Bowen,
W.B. Zipf, P. Graves, R.A. Lozano, D. Seiple, K. Spicer;Concord, CA-A. Chang, J. Fregosi, J Harbinson, C.
Paulson, S. Stalters, P. Wright, D. Zlock;Cooperstown, NY-A.E. Freeth, J. Victory;Crystal Lake, IL- H.
Maheshwari, A. Maheshwari, T. Holmstrom, J. Bueno;Danbury, CT-R. Arguello, J. Ahern, L. Noreika, V. Watson,
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Bedolla, C. Roldan;Exeter, UK-C. Moudiotis, B. Vaidya, C. Anning, S. Bunce, S. Estcourt, E. Folland, E. Gordon,
C. Harrill, J. Ireland, J. Piper, L. Scaife, K. Sutton, S. Wilkins, M. Costelloe, J. Palmer;Fargo, ND- L. Casas, C.
Miller, M. Burgard, C. Erickson, J. Hallanger-Johnson; Florence, SC-P. Clark, W. Taylor; Florissant, MO- J.
Galgani; Fresno, CA- S. Banerjee, C. Banda, D. McEowen, R. Kinman;Garran, Australia-A. Lafferty, S. Gillett, C.
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Greenville, NC- K. Barnes, S.E. Godwin, H. McCullough, K. Shaheen, G. Buck, L. Noel, M.L. Warren;Greenville,
SC- S. Weber, S.M. Parker, I. Gillespie, B.A. Nelson, C. Frost, J. Amrhein, E.C. Moreland, A. Hayes, J. Peggram;
Hackensack, NJ- J. Aisenberg, M.E Riordan, J. Zasa;Halifax, NS- E. Cummings, K. Scott, T. Pinto, A.
Mokashi;Hamilton, ON- K. McAssey, E. Helden;Harrogate, UK- P. Hammond, L. Dinning, S. Rahman, S. Ray;
Hartford CT- C. Dimicri, S. Guppy, H. Nielsen; Henderson, NV- C.K. Vogel, C. Ariza, L. Morales;Hershey, PA-
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Porter, S. Stevens, E. Thomson, S. Winship, L. Wynn;Newton, NZ- E. Wiltshire, J. Krebs, P. Cresswell, H.
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Paul, MN- J. Kyllo, M. Johnson, C. Benoit;St. Petersburg, FL- P. lyer, F. Diamond, H. Hosono, S. Jackman, L.
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